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& m gg 3< * ^ 1/45t 

4> *^#**4U ^#^-f, #aL/^&4*#UkHT 

J&#4- 5 ^^M^f'J^J-ATGTTTACCGCCACACTCCCACGOTCTGCACCTGGTGGGGO 

TCTCATCGTACCTCAGCACCnCCAGATCnTCTGACATGCGATGTCGACTCGAOGCTyCGCGAT 

GTACGGGCCAGATATACGCGTATCTGAGGGGACTAGGGTGTGTTTAGGCGaAAAGCGGGGCTTCG 

gttgtacgcggtxaggagtcccctcacgatatagtagttfcgcttttgcatagggagggggaaat 
gtagtcttatgcaatactcttgtagtcttgcaacatggtaacgatgagttagcaacatgccttac 
aaggagagaaaaagcaccgtgcatgccgattggtggaagtaaggtggtacgatcgtgccttatta 
gcaaggcaacagacgggtctgacatggattggacgaacgactgaattccgcattgcagagatatt 
gtatttaagtgcctagctcgatacaataaacgccatttgaccattcaccaCattggtgtgcacct 

CCAAGCTTGGTACCGAGGTCGGATCCCG«jCTAGaGCCACCCTCCAGGGAGCAGGTAGCTGCTGGC 
CTCCGGGGACACTTTGCGTTCGGGCTGGGAGCGTCTTTCCACGACGGTGACACGCTTCCCTGGAT 

tggcagccagactgctttcccggtcactgcc„ s atggaggagccgcagtcagatcctagcgtcga.g 
^cccctctgagtcaggaaacattttgagacctatggaaactacttcctgaaaacaacgttctgtc 
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vfccCCTTGCCGTCCCAACCAATGGATCATTTGATGCTGTCCCCGGACGATATTGAACAilTGGTTCA 
CTGAAGACCCAGGTCCAGATGAAGCTCCCAGAATGCCAGAGGCTGCTCCCCCCGTGGCCCCTGCA 
CCAGCAGCTCCTACACCCGCGGCCCCTGCACCACCCCCCTCCTGGCCCCTGTCATCTTCTGTCCC 
TTCCCAGAAAACCTACCAGGGCAGCTACGGTTTCCGTCTGGGCTTCTTGCATTCTGGGACAGCCA 

agtctgtgacttgcacgtactcccctgccctcaacaagatgttttgccaactggccaagacctgc 
cctgtgcagctgtgggttgattccacacccccgcccggcacccgcgtccgccccatcgccatcta 
caagcagtcacagcacatgacggaggttgtgaggcgctgcccccaccatgagcgctgctcagata 
gcgatggtctggcccctcctcagcatcttatccgagtggaaggaaatttgcgtgtggagtatttg 

CATGACAGAAACACTTTTCGACATAGTGTGGTGGT{KXCTATGAGCCGCCTGAGGTTGGCTCTGA 
CTGTACCACCATCCACTACAACTACATGTGTAACAGTTCCTGCATGGGCGGCATGAACCGGAGGC 
CCATCCTCACCATCATCACACTGGAAGACTCCAGTGGTAATCTACTGGGACGGAACACCTTTGAG 

gtgcgtgtttgtgcctgtcctgggagagaccggcgcacagaggaagagaatctccgcaagaaagg 
ggagcctcaccacgagctgcccccagggagcactaagcgagcactgcccaacaacaccagctcct 

CTCCCCAGCCAAAGAAGAAACCACTGGATGGAGA4TATTTCACCCTTCAGATCCGTGGGCGTGAG 

cgcttcgagatgttccgagagctgaatgaggccttggaactcaaggatgcccaggctgggaagGa 

GCCAGGGGGGAGCAGGGCTCACTCCAGCCACCTGAAGTCCAAAAAGGGTCAGTCTACCTCCCGCC 

ATAMAAACTCATGTTCAAGACACAAGGGCCTGACTCAGACTGAiwtCATTCTCCACTTCTTGTTC 

CCCACTCACAGCCTCCCACCCCCATCTCTCCCTCCCCTGCCAmTGG<>TmGGGTCTTTGAAC 

CCTTGCTTGCAATAGGTGTGCGTCAGAAGCACCCAGGACTTCCATTTGCTTTGTCCCGGGGCTCC 

ACTGAACAAGTTGGCCTGCACTGGTCTTTTGTTGTGGGGAGGAGGATGGGGAGTAGGACATACCA 

GCTTAGATTTTAAGGTTTTTACTGTGAGGGATGTTTGGGAGATGTAAGAAATGTTCTTGCAGTTA 

AGGGTTAGTTTACAATCAGCCACATTCTAGGTAGGGGCCACTTCACCGTACTAACCAGGGAAGCT 

CTCCCTCACTGTTGAATTTTCTCTAACTTCAAGGCCCATATCTGTGAAATGCTGGATTTGCCCTA 

CCTGGGAATGCTGGCATTTGCACCTACCTCACAGAGTGCATTGTGAGGGTTai«AATGAAATAATG 

TACATCTGGCCTTGAAACCACCTTTTATTACATGGGGTCTAGCGGGATCCACTAGTAACGCCGCC 

AGTGTGCTGGAATTCTGCAGATATCCATCACACTGGCGGCCGCTCGAGCATGCATCTAGAGCTCG 

CTGATCAGCCTCGACTGTGCCTTCTAGTTGCCAGCCATCTGTTGTTTGCCCCTCCCCCGTGCCTT 

CCTTGACCCTGGAAGGTGCCACTCCCACTGTCCTTTCCTAATAAAATGAGGAAATTGCATCGCAT 
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TGTCTGAGTAGGTGTCATTCTATTCTGGGCGCTGGGGTGGGGCAGGACAGCAAGGGGGAG.GATTG 
GCAACACAATAGCAGGCATGCTGGGGATGCGGTGGGCTCTATGGCTTCTGAGGCGGAAAGAACCA 
GCTGGGGCTCGACGCGGATCCCCACGCTACAGCTw^GACrAtAATAATAAAACCCCAACTnGAC 
CCGGAACGCGGAAAACACCTGAGAAAAACACCTGGGCGAGTCTCCACGTAAACGGTCAAAGTCCC 

CGCGGCCCTAGACAAATATTA wr&jk^ 5 

1) JM# 5 *Hfi^?l^)M4 3 5 

(Genbani Ho: MC-001406) 

2) 1-70 : j*jSUMr*Hf C70 #JM^-T-JIM-* 5 i.a«L*^j£* 3328 4£) 

3) 71-523: Rous ^Jj%j^4r^ WR ( M$J^ ) 

4) 524-655: 

45) 656-1837: p53 &®6$<fc*W*#! 
0 1838-2733: 3'***KML < *+ * 2298 *4** £ poly A ) 

7) 27S4-2848:^4^W(2734>a^<af'^4«5^^f'J^ 452 

Affr-f— p53cDKA- £ JW*"Wfc*«Mft A^*^^ * 

* IQ ft*feifcfH* # 4M***& pGT-l ( **frjM#»*AA« 

) 4fc»*f * + fi« tttft#W* 4MAJiftjfcti **** 

^^^/>S^-?--p53cDNA-^»^^^^/^^^ rt ***** 

IWJtit p53 lMs*#.. 
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12. **0W**. 1 m&**ta.*A J t*tt*#**^*** ¥i1 * r 



13, i /WGW^at^^HMft**'* 

JW-fliMi. JfcTSMt. ********** 
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ift ffl 4S 



MM 

fe*dfe*4tii.tt*MLi *JWah£#*fc*ffMi. «*gt4r£«tf£4MfrtiL, 
I§52f4£a 5 £t^Jl&, **flt5M. »4M-W**»Jfc (*J^f©) 
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02 J.15228. 4 ■ ~ 

m , -*•*****»• -^-***^' ti - 

*************** 

********** « RNi 

tnjJrtHWM ************ **® + 

*********** P» *«**«*. *S«p53*** 
^ ft l^^«*«-«aTT W CCGCC,C A CTCOCXOGCTCrC«C CT CGTaCflOG 
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ft IP3 15 3S3/12K 

021X5228. 4r _— 

GTACG-GGCCAGMATACGCGTATCTGAGGGGACTAGGGTOTGTTTA.GGCGAAAAGCGGCGCTTCG 

GTTGTACGCGGTTAGGAGTCCCCTCAGGATATAGTAGTTTCGCTTTTGCATAGGGAGGGGGAA.AT 

GTAGTCTTATGCAATACTCTTGTAGT€TTGCAACATGGTAACGATGACTTACCAACATGCCTTAC 

AAGGAGAGAAAAAGCACCGTGCATGCCGATTGGTGGAAGTAAGGTGGTACGATCGTGGCTTATTA 

GGAAGGCAACAGACGGGTCTGACATGGATTGGACGAACCACTGAATTCCGCATTGCAGAGATATT 

GTATTTAAGTGCCTAGCTCGATACAATAAACGCCATTTGACCATTCACCACATTCGTGTGCACCT 

CCAAGCTTGGTACCGAGCTCGGATCCCGszaCTAGAGCCACCGTCCAGGGAGCAGGTAGCTGCTGGG 

CTCCGGGGACACTTTGCGTTCGGGCTGGGAGCGTCTTTCCACGACGGTGACACGCTTCCCTGGAT 

TGGCAGCCAGACTGCTTTCCGGGTCACTGCCsjsATGGAGGAGCCGCAGTCAGATCCTAGOGTCGAG 

CCCCCTCTGAGTCAGGAAACAniTCAGACCTATGGAAAaACTTCCTGAAUC.UCGTTCTGtC 

CCCCTTGCCGTCCCAAGCAATGGATGATTTGATGCTGTCCCCGGACGATATTGMCAATGGTTCA 

CTGAAGACCCAGGTCCAGATCAAGCTCCCAGAATGCCAGAGGCTGCTCCCCCCGTGGCCCCTGCA 

CCAGCAGCTCCTACACCGGCGGCCCCTGCACCAGCCCCCTCCTGGCCCCTGTCATCTTCTGTCCC 

nCCCAGAMACCTACCAGGGCAGCTACGGTTTCCGTCTGGGCTTCTTGCATTGTGGGACAGCCA 

AGTCTGTGACTTGCACGTACTCCCCTGCCCTCAACMGATGTTTTGCCAACTGGCCAAGACCTGC 

CCTGTGCAGCTGTGGGTTGATTCCACACCCCCGCCCGGCACCCGCGTCCOCGCCATGGCCATCTA 

CAAGCAGTCACAGCACATGACGGAGGTTGTGAGGCGCTGCCCCCACCATGAGCGCTGCTCAGATA 

GCGAT(K3lCTGGCi:CCTCCTCAGCATCTTATCCGAGTGGAAGGAAATTTGCGTGTGGAGTATTTG 

GATGACAGAAACACTTTTCGACATAGTGTGGTGGTGCCCTATGAGCCGCCTGAGGTTGGCTCTGA 

CTGTACCACCATCCACTACAACTACATGTGTAACAGTTCCTGCATGGGCGGCATGAACCGGAGGC 

CCATCCTCACCATCATCAGACTGGAAGACTCCAGTG<rTAATCTACTGGGACGGAACAGCTTTGAG 

GTGCGTGTTTCTGCCTGTCCTGGGAGAGACCGGCGCAGAGAGGAAGAGAATCTCCGCAAGAAAGG 

GGAGCCTCACCACGAGCTGCCCCCAGGGAGCACTAAGCGAGCACTGCCCAACAACACCAGCTCCT 

CTCCCCAGCCAAAGAAGAAACCACTGGATGGAGAATATTTCACCCTTCAGATCCGTGGGCGTGAG 

CGCTTCGAGATGTTCCGAGaGCTGAATGAGGCCTTGGAACTCAAGGATGCCCAGGCTGGGAAGGA 

GCCAGGGGGGAGCAGGGCTCACTCCAGCCACCTGAAGTCCAAAAAGGGTCAGTCTACCTCCCGCC 

ATAMAAACTCATGTTCAAGACAGAAGGGCCTGACTCAGACTGAiBjiCATTCTCCACTrCTTGTTC 

CCCACTGACAGCCTCCCACCCCCATCTCTCCCTCCCCTGGCATTTTGGGTTTIGGGTCTTTGAAC 
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ccttgch! , tg(^taggtgtgcgtcagmgcaccca6ga.cttccatttgctttgtcccgggcctcc 
actgaacaagttggcctgcactggtgttttgttgtggggaggaggatggcgagtaggacatacca 
gcttagattttaaggtttttactgtgagggatgtttgggagatgtaagaaatgttcttgcagtta 
agggttagtttacaatcagccacattctaggtaggggccacttcaccgtactaaccagggaagct 

GTCCCTCACTGTTGAATTTCCTCTAACTTCMGGC^ 

CCTCGGAATGCTGGCATTTGCACCTACCTCACAGAGTGCATTGTGAGGGTTjjmAATGAAATAATG 
TACATCTGGCCTTGAAaCCACCTTTTATTACATGGGGTCTAGCGGGATCCACTAGTAACGCCGCC 
AGTGTGCTGGAATTCTGCAGATATCCATCACACTGGCGGCCGCTCGAGCATGCATCTAGAGCTCG 

ctgatcagcctcgactgtgccttctagttgccagccatctgttgtttgcccctcccccgtgcctt 
> ccttgaccctggaaggtgccactcccactgtcctttcctaataaaatgaggaaattgcatcgcat 
tgtctgagtaggtgtcattctattctccggggtggggtggggcaggacagcaagggggaggattg 
ggaagacaatagcaggcatgctggggatgcggtgggctctatggcttctgaggcggaaagaacca 
gctggggctcgagggggatccccacgctagagct„„gactataataataaaacgccaactttgac 
gcggaacgcggaaaacacctgagaaaaacacctgggcgagtctccacgtaaacggtcaaagtccc 

cgcggccctagacaaatatta tM -J&m4r 5 

•£v*M (Genbaalc No: tfC-001406 ) 

2. i-70: &%&^£m^ao^&£&T&&4:5&®&ftrt&fc mz&> 

3. 71-523: Rous LTR ( ) 

4. 524-655: 5'i&#^#£ 

5. 656-1837: p53&06W^?O 

6. 1838-2733: 3*i«&H%£ (£* M. 2298 *h&# £ poly A ) 

7. 2734-2848:^4^W(2734#>^^f-^*5j.0^^iE.^452 
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ftp], &#*J».p53 

itfeMi*. LTR * *l *J*« pUCl* . PCT-I; 

pa*****^*^ PCR 

*lJ.^pGT-2. 

« 5' ATGGAGGAGCCGCAGTCACATC^S' ATATCTGCAGAATTCCAGCAC 51 
*r» i&± PCR #"JtA*JfrJWT*S* PS3 JtH > P53 &@ 

PCR RSV (rous sarcoma virus) fit LTR^^'l C-^-^-f )* BGR # 

PCR iLft BT. * LTR ^ PA #fl;frl5Mtf#« R-* p53 5'#» 3' 

4t=. W-t. faftAltrtt^Jt* PCR 

jit puci»MUfc*9J> 2*3 E ~ 393) 

*!BjfeAfe*A^*J***J«**^t*^-<ci8-^ctliig sequence ) 



NO. 825 P. 16 
ft IB 15 Jft5/12K 
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» **A4U&; p53 ^Axi^^t^M^i^fM^^ p 53 

(expression cassette), p53 
J**^p+> Jt^#*9»^i **** * 53 

*LftiMt< jfcTft** mt&Mfrffi* Mfi-ni&tMM. 

#*^fl£«Mf79**2«*»Jfe# (ATCCCRL-1573, ^32^, 1997 
* 6 ^ 13 EJ M. ATCC iT^ ) S < Ad5 ) DM *HfeAK#1f- 
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ft qfl is mv\m 



02U5228. 4 



A P53 ***** 12 *1+ • *****AiMr* I **** 

» S*rfA#BU* 31-3« ■ S**Rp5S **-*#**)**• 

±^ll*«UJfc****- iM^t******- 3 ****** 

44%, 6-12 20*. 

p53 • * 2001 ***** n 

«***». ***** 9 * 13 ' 

ft**«*A. El"*, aiMMMM*. ******* 

#,s3M*aJ***»*. ft**JSJ«**. *«**»**»*.*.** 
■#*i*UilUL*(Uf***. *«.««*** 
*T irf PS3 «6 C# 20 ***#h«**#* 

~**i^3jim4HM4***#**"^^* , * b p53, **** 

*m**<S*ai«/'*«l i l«. * «tj**vX «******«•*# 
ftttHMft*. p« ********* P 53 

@ ijM^^ttt&pS'****- 1 *** 4 * 1 ** 8 * 

ffl 2 p53 **4*«fft**t-««B. 
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02115228.4 ^ _____ 

B 3 ***L p5 3 ****** ^ . * 5'CCACGACCGTGACA CGCTTC 
5' CAAGCAAGGGTTCAAAGAC a?14MXp53cDNA*#*. 
p53^ia^S!CJ«*«J».*.*ffl, 



jgiS Western blot 

© 6 «&p53 J**-**^^^*^ He P" 2 ************* 

® 7 «^PS3***4W- Hep-2 • 
9 8 «ffc P53 Hep-2 4vA 36 ****** - 

a 9 «ia p53 aw*^*^***^*** ( n # 

CT Jftjf. 

' a 13A*^PS3^-#4M-'^^^^^^^ (II 
*>a 1 2 p53 ^44^ 
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5' ATGGAGGAOCCGCAGTCAGATC 5' ATATCTGCAGAATTCCAGCAC 4^3! 
«**J««|^ linker # HeU *»* oPNA « PCR **4T W 

»|/wp53*H. 94X3**4**, 58X:i£ 

*.1.4Hfs 72X5*4*2**; WJ&*4t»i 94X2**tl**, 58XJSfe*.l 
**, 72X2^ 2**, *30^#». P53 J 

**UM***t. «UfcfWpS3*B4Hfc. A«tA^*«iUM9«J P53 

4M^tf4&J-*M i *'J (-^GenBank Ace XM-058834 — Jet ), |&^S|&>l£7»&. 

2, PCRiL&^Jf LTR^PA^), $1&*#J#; 

5'TCTGACATGCGATGTCG ACTCG , 5' CGGCAGTGACCCGGAAAGCAG; 5 f TCACAGAGTGCA 

TTGTGAGGG, 5' GCTCTAGCGTGGGGATCCC* *jfi|-f S'$\m° linker 

3] A. Bam HI #° Eco RI 

It, #3>JPCR4*4iUN^LTR-p53-PA . i£— ^*L*l«fc. 
5, # 3 flMf/M-i* 4 £f*f-**] LTR-P53-PA & T4 DNA 

7> HWf^.3lJ*J*-*- 5 ( ATCC-VR-5, ^4^. 75, ^JL: 10 (6.75) 
TCID(50)/ml) DMA, PGT-I BJ5183, ^4 

•CJfrtMQ^HK 42C*WM. 50 #*, ^-M^ffr* 1 **. *» 1«1 LB^ 
#&1-Mtf, ft*^^**^**^***^^**-' 24 *h*t^3 

Bt^. *1f*t**IWt*^ ft ^ WJ**« &#ffl*UU!fc# PGT-2 
C^Ad5 ^fij). 
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& nfl 15 3510/121* 
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*A***L. *#f*W*P«M, ************** 
^% P S3 ****** *C18« 

A 7*j£> lOQOxp-a-BlS**. fcrtfcift 37X:-80X) 

**. MM*. 4000rp«**3O**. *Ji*. .fc**^** 

4-C 60000 rp.,16 7 *SM************ * ■* S* 01 " 

Hf6000«#f**HW*Wt«*^^ ****** 4C. *A** 

*. * 0.2s *-*ot:*#. 

D NA , * p53 5'CCACCACGGTGACACGCTTC «- 5' CAAGCAAGGCT 

TCUAOAC*H#.WK**-*. 3; «**p>3 

jW##jLft«« WJW JMT 5' TTT CTC AGO TGT TTT CCG C 5< CAT 
CGT ACC TCA GCA CCT TC PCR**.**** 4. *JU#***** 

#JL pS3 jM*^****.- 

12, tlB. P 53 P53 Hep-2 * H1299 fafctf*.** 

«*&p53*J*4#*AW3liJfc36*l^. * 
P53 western blot *jf#XK 5. 

Hep-2 »* 36 *Wtt*FWfWB#^« 
*H^2 ******** 6 ^ 
Q 7. 

■jra p53 ******** : 

p53 *BJM4#*#******* ^ * 8 *- ***** 
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jam* &mfr>ZT&&: 1. £&*t«; 2.M0I 200; 3.MOI 150; 4.M0I 100; 
5.MOI 50; 6. MOI 10. 7. GFP virus MOI 200; 8. GFP virus MOI 150. ft 

ft- 36 ^at, ^t^moi>5o tfv ^•rl.fifia p53 

4»ffl 9 /Sf#, p53 jiM^^Bfc^&A^^tt*** 8 - 1 *** 
*T II #'05/M* ( TB ). ffl 9 ***-H£*** P53 

(Jt*fefij|.h 87%. #/Sft£*JW&). U^f6^i± 60 7 II * 

11 II J»<|*4l£*. p53 n 

if?, (**48%). 
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i5t nj3 15 
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021J5228. 4 

^T^i*, ***«**«. ***« ** 



WW^fc *M* P53 ********* *** S 
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pGT-2 
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% iJO 15 Fit 121 S2/14T5 



cDNA 
1 

I 



EE 
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p53 



G=D 
LTR 



PA 



1=3 

J 1 



74 DNA %i&m 
LRT p53 PA 



pGT-2 




Pad 



1 ■ .tetatogdcwtt r 



Ad LTR p53 



S IB 
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02X1522$. 4 



fR IS It Bi ^3/i4^ 



^jggj pUC19 Mff 



1 



I 



_ _ , , ,,. ; , , .j*m.n pgt-2 nm.& ■ 



1 



5 pGT-234^^^^©ffm <^J& 



Claims 

J 



mn-MitJ^MM p53 fejfgff 



1 





1 — — — — — — * 


■« 293 ffll&JS* 1 




v 




\ 

j la^^Ati P 53 





a 2 
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NO. 825 P. 27 
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1400bp 



Fig. 3 PCR^-Jt pS3 1400bp # p53^^^,^g, 

1, DNA^-^Sr markers; 2> 3. 4, p53 cDNA ft PCR 
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NO. 825 P. 28 




2,75 Kb" 



Fig. 4 PCS. r^*^B-p53 &&4&&i$Jii$L% t 2750 bp 

ftfj p51&.m§&%>®* 1, PNA fr^f: markers; 2, PCR 



m 4 
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NO. 825 P. 29 
& njg 15 pit m m/M 



12 3 4 5 
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